GABA-transaminase (GABA-T) deficiency disease is a rare recessive disorder characterized by abnormal development, seizures, and high levels of GABA in serum and cerebrospinal fluid. Although some patients are the offspring of consanguineous marriages, most are not. To identify the molecular basis of this disease, we have determined the sequence of human GABA-T cDNA. We have compared the GABA-T cDNA sequences in cultured cells derived from six healthy controls with those from a GABA-T-deficient patient and both parents. Our data indicate that GABA-T deficiency disease may result from an allele that encodes an R220K substitution.
INTRODUCTION
Gamma-aminobutyric acid transaminase (GABA-T; EC 2.6.1.19) is a homodimeric enzyme that converts the major inhibitory neurotransmitter, GABA, to succinic semialdehyde. This activity takes place in the mitochondrial inner matrix and is dependent upon the binding of its cofactor, pyridoxal phosphate (PLP). GABA-T gene expression has been detected in a number of different tissues, including the brain, liver, pancreas, kidney, testis, lymphocytes, and lymphoblasts (Tillakaratne et al., 1995; Medina-Kauwe et al., 1994) .
GABA-T deficiency is a rare disorder that results in reduced GABA-T enzyme activity and elevated cerebrospinal fluid (CSF) levels of GABA. At least six patients have been diagnosed with this disorder. The hallmark symptom, elevated CSF GABA, is often accompanied by seizures, lethargy, and retarded psychomotor development.
This disease appears to be recessively inherited. An affected child of apparently healthy parents displayed seizures, lethargy, hypotonia, hyperreflexia, poor feeding, and retarded psychomotor development accompanied by elevated levels of CSF GABA and severely reduced GABA-T enzyme activity (Jaeken et al., 1984) . GABA-T activity measured from the liver, lymphocytes, or transformed lymphoblasts of this patient was each time extremely low compared to respective controls (Jaeken et al., 1984; Gibson et al., 1985) . Both parents of this patient, on the other hand, displayed intermediate levels of GABA-T activity compared to that of control individuals. An older sibling of the patient displayed similar symptoms and died at 1 year, whereas another sibling appeared healthy. It is not known whether this disorder was the result of consanguinity, although it was reported that both parents came from the same small Flemish region (Jaeken et al., 1984) . In at least one other family, an affected child was 
